REMARKS/ARGUMENTS 

Claim Rejections 

RgieGtion&)U>WiBr35 U 1Q3 

Tfie Office :has^^r^^ pending claim 5^6 aha 9-1X) as allegedly being 
uhpatentabte over fehitri; et ial. (US6352974) in view of Bay et al. (U$2b02dD65255). The Office 
alleges that GhirH^ pfoyides aii the e^^^^ 

hot teach ah oral caleitiohiri pharmaGeutiCJal compiositibn comprising a delivery agent selected 
from, the groMP consisting of S-GNAC. SNAD. SNAG, and said delivery agent is disodium salt 
thereof." (Office Action at p; 6). However, the Office alleges that Bay teaches ^pharrhaceutical 
compositions ebmprising a delivery agehti which is a disodium salt of 5-GNAG, SNAD, or SNAG, 
and an::active agent, sjjch asvsalmon ealc3tonih."i(7d). the Office concludes that it would have 
been ob^/idus to cdnibm teachings erf Ghirri^^^^ tho^e of Baiy , bec^use^Bay teaches that 
the disddium^salt of SNAO^i df SNAG can Jncrea^ active 

agent. {Id. at ppu6-7)r 

In the AdVisbiy Action rr^^^ ih& Office s^eges^W 

phrase "^ap td^ (in relating to caldtonin activity)i^ a the unit dose of a GhinrI cdmposition to 
meet Applicants' previously recited range of tetv^eri :0i4;and^^ (the claims now recite 
does of 0;;4i- 1.2 rng- Q.8 - 1,2 rng or abdyf l mg); The'Office also all|sges that even though Bay 
suggests that a; very Ijarge c^ it is used in combihatioh vwth 5r 

QNAC/Ohim teaches a^^^^ doses of calcitpnih and Qhirri does not require 

high dc>$e$of calcitp^ Tf^e l^jse a^^ provided Siiifficieht 

evidence (hat acqalcitQhih ^^^ 

Fipr the#llpwih^ is resp0.ctf|jlly trayetrced, 

I. ObVioushess:S>tandards : 

Qrahamv.J6tftiDe^ of Kansas City, 383 U. S> 1, 17-18 (1966). esfeiblishes ah 
pbjqctive ari^lysj^for appljnng §10^^^ question^df pbvibusness: 'Ihe^s^ cpntent.of the 
prior art are . . . detisrrriiiied>.differen^^ prior art and the claims at issue are . . . 

fiiscertained; arid the levdlfbf ordiriarV skill iri the p^ the United. Staties 

Patent and trademaric Office bears the burden of establishing a prima facie caseiof 
dbvidusness based on this/results of the factual inquiries uridisf Gr0hatni The priiva facie case 
generally requires three showings: 1) some suggestion or motivation, either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the arti to modify 
the reference or combine reference teachings; 2) a reasonable expectation of success; and 3) 
that the prior art reference or cdrnbination of references teaches or suggests all the claim 

limitations. MPEP§2143. 
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The United states Patent and^^^^ bears the iDurden of establishing a pr/rna 

facie case of obviousness based on the results of the^factual inquiries under Graham, The 
prima fac/e case requires three showings: 

1) some suggestion or mbti^^^ in the references themselves or In the 

knowledge generally available ^t^^ the art. to modify the/refereTO^^^ 

^Ombihfe reference teaching^; 

nsMsonable ^xpfeiAa^ 

3):that3the'pripr^a^^^^ pr suggests all the 

claim linijtajtiQr^s; 

In the pir6seht applrca«on. the resUlts of the factiial N ^^^^ Graham do not 
support a prima facie ease that the pe^hdiog claims are obvious under 35 U.S.C: §1p3(a), 

II.: Failiiirie to Subtert'a P^^ 

a,. T!i(^;©Qmb|ngdpn^ # N^ith^r Bl^clit^ Nbf^^ggeslfe Th^SublNt 

Matter df:Appli(^n^ Claims 

All daims GufrenH^^^ dosages of either 0;4 - 1 .2 mg. 0>8 - 1 .2 mg. or about 1 mg of 
calcitonin. 

/ For the first factual inquiry under Graham^ i.e , the detenriihation of the scope and 

cohtent of the pribr artv the Office is required to cdnisider whatthe pribr art ais-a vvhbtete 
WCI. Gore cS vAsspc^ v,:^tpcl<i^ m,, 721 Fv2d 15^0 { Fed. pr. ^33), cert, denied, 4S9 

UiS- 851 (1984) (stating thata^^p 

Aft*iolev induding;ppi#ns:fe^^ th? l^PEP 

;ispecifiGally rei^ to "bpn^ideii: 1^ Rriof artTeSfrences a$ a 

WShble^'^iMPEP^^^ AppliMnfe^ngsj^ci^ 
entirety of \yhafethe art at a vyhpte feaphes. 

Bay provides a very large dose qf 8^00 fig saliripn calcitonin to monkeys (Example 4) and 
25 mg/kg - 400Q fng/kg salmon calcitonin to rats in order to orally, deliver salmon calcitonin and 
achieve the salmon calcitbnin serum Gohcentratidns shovwi in Biaiy'is Examples, therefbrie, Bay 
teaches thatia very largeidose of salmon calcitonin is requi^^^ in combination v^th. e.g., 5- 
CNAG to achieve pharmaceutically ae^^ of salmon calcitonin /n v/vP said 

calcitonin is delivered orally. This is in accord \A^th what is understood by skilled arti 
regarding oral deHveiy of proteins, as peptides and proteins are knoyvh to be degraded by 
stomach acids, resulting in poor bioavailabilty. In contrast to what is generally undieristbdd by 
skilled artisans and what Bay explicitly teaches, Applicants' methods require on/y between 0,4 - 
1 .2 mg. 0.8 - 1 .2 mg or about 1 mg of salmon calcitonin in free or $alt fomn when salmon 

-5- 



ealcitpnin is used in Gombinatipn with ^^^^^^ recited delivery agents. This directly confradicts the 
teachings of Bay, Acpc^ takehias a vvhble. Bav teaches away from using the doses 
recited in Apjpilicahtvs claimed misthodis. Teaching away frbril a elainied invention amounts 
essenUally to a per se demonstratiiDn of lack of prima facie ;Dbviousness. In re Dow Chemical 
Col, 837 R2d 469, 472 (F#d, Gir. 1988); ln re Fine/637 E26 1 071^ il}73-74 (Fed. Cir. 1988). 

The^ Office arigucs^tt^ whiles Bay ^csiies a iargiexldl^ bf ic^citbni Ghirri ddes not 
teach a large dose ealcitpnin, -But^e 0ffic?e ignpres^that Ghirti daes not use^S-GNAG, SNAQ or 
SNAG ihiahy cprnj^ dS^S cff G^teitoriih that p^ 

AATOtiid use whehv<Mifedeliveis c^ In iipofrastv Bsay teafches 

amounts;pf:^l<#)Fiinifi^ might;use^ifor oral^ 5-GNAG, SISIAD or SNiAiG, 

:arid;Bay yi^ry d is very; large; When an aitiMn analyzes the art 

cited by the ©ffice» that calcitohin may be 

fbmiiulated into g ph^^ comppsitipn, but if the pral:delivery ggent chosen is 5-CNAG, 

SNAD, or SNAG; then the amount of ca^ jrequired is very high. The Office may not simply 
igndre:whatBay1edphes regard^^ 
anfiount - as the j^ueystipnfer a 
siiiggeSt? 

#br at least^this^rea^^ 
^bfyiousn^s 1^1^ 

Even if one were to IgTO which^jeaches thatpral de^ 

:pf Galcitdnin with c^^^ largi^ amouhf of calcitonin, there is no 

reasbn^at oniB wouidO speeificaiiv^ ^elect 0.4 t. 1.2 mg, 0.8 - 1-2 rng. aind especially not about 1 
mg calcitonin Jrom the vast dos^^^ 2144.05 of the MPEP 

states that when deailihg with rsinge^ ih^ claim: 

if the reference's disclosed range is ,sp tiniad gs to encpml^a^ 
of ppssibte distinct 

obviousness of a species when the. prior art broadly disefoses;a genus. Id. §ee also 
lnmBaiifid> 1.6 lT:3d 3^^ Gir. I^^Q^In re Jpnes^ 058 Fid 

IS^. 21^ UfRd^ 1 941 (Fed: Gir. ^9^2); MPEP § 21 44.D8; 

Applicants respectfully submitihat the ranges disclosed in Bay and Ghini are very broad, 
such that traditional genus species law is invoked. Bay provides a dose of 800 [ig to a monkey 
(average rhesus monkey weight is in the order of about 5 kg)» which translates toa humian dose 
of about 1 1 mg (assuming an average human weight of 70 kg').^ Bay doses rats with 
Gpmposifiofis; hayihg 



^ This assurnes that one couid s^ calisjtonin dose from a monkey dose and is used for 

illustration only. 
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1 .75 g -280 g:^ Tbgetfier ttife rat.and mohkey^^ human dosage range of 11 

mg -280' g. This is a very broad range. Regarding 6hirri,;the:0ffc Ghinri, 
range pvellaRS vyith Af^plic^rife* ra have ah activity of "up 

to" 6.500 lU/mcj; If this is so. then Ghiiti discloses a dosage - 598 mg (assumirig 

"up to" meaiis 1:t6;500 lU/mg). This is a tremfehdously broad range. Together, Ghim and Bay 
provide a dosage range^of 3 ]xg:^286 gr V^ an enormous range of potential doses. 

To establish a prima- facie ease of obvibusness in a genus-species situation, a motivation 
must be; shown for the skilled artisan to makesthe claimed invention as a whole , i.e., tp select the 
relevant spepies frprn a dSelosed prior art genus,^ Sefe MPEP §2144.08. Thusi for the arhe 

claims, th0 Office itiust r^tipM apparent re^ison pr provide some explicit 

motivation to spSclfica a ealcitonih ddsage:of 0.4 - 1 ;2 mg (for claim 1), 0.8 to 1 .2 rng 

(for claims^24 and 30). and abpMt 1 mg:(fprclairn§ 27 and 03) from the enormous dosage range 
c^eay a^d Ghirri. sind tp:jH^ 5-CNAC, SNAD or SNAC 

iri^^h oral cbmpdsition^^^^ iMPEP §2141 ;02 warns b^^ 

dovWM^ "igist^ or nhruS^i^a|Sh:s*ieh diStilia^ whbte":r^Mif©i^e^^^ 
obvfousness^analysiis. VKL GP(^,,7^ Qiyeri Wiat^s^riM^^ 

species law appliefs, it is rnbt «iifRcient to merely^idfeiitify d to seject a dose in 

general; i^thpr Whatmust be isfiofim js in Applifeairits' 

claiMs. 

thaiCSfffcfe* select a 

dosage from 0.4 - 1.2 mg* 03 - i .2 nig.v0r about 1 mg, In^the absence of an: articulated reason 
with ratibrial underpinnings^, thfe Office eah bnly be said tb have used hindsight based oh 
Applicante' own disclosure to identify Applicants- recited doses. Such hindsight reasoning is 
impefTTlfesibfe: T^ast lhstrun^ U,Si /TG; 988 F^2d 1165. 1178 (Fed. Gir. 1993). Oh 

this pbiht.1he Board of Patfeht Appeals. an^^ riecently res^ersed ah Examiner's 

rejections based on obviousness, by clarifying that 

The U.S. Supreme Court recently held that rigid and mandatory application of the 
■teachihg-suggestibn-mbtivatibn," orTSM. test is inebhnpatible with its precedents. 
nSR Iht'LCp. V. Teleflex IiSc.^ 127 S^Gt. 1727. 1741 (2007). TheGburt did not, 
however; discard^the TSM testPbmpletely; it ribt^d#iat ite pi^cedehts sh^^^ 
ihveritiori "cbmpbsbd of several elements is riot proved bbyipus merely by 
dernonstrating tHateacih bf its! eil^rhents wsas. independently,^ k^ in the prior art;" 



^ This assuiries that one could simpiy derive a hurnan ealcitonih dose frpi^ dose and is used for 
illustration drily; 

^ For a gehus-spedes situation, an obylousness ihquiry requires the Office to consider th^^ of the 
genus, the expre^ teadhthgs of ttie art^ the t^ac^ihgs of sfrudural simila^^ and 
predictabllity.ofthe technology. MPEP §2144.Q8. 
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Ex Parte Whalm ll, Appeal i2007-4423, July 23. 2008 (emphasis added). 

At best, the OffiGe is arguing that the dosage fange: may be obvious to try, However, the 
KSR holding by the Supreme Court suggests that if there are not a finite number of solutions to 
a problem, or if such solutionis are not predict^bleror if sueees^ then a 

claimed invention is not pbyiojjs withput^spme additiona Office. See KSR 

lhternationel Cd. j2J S. GUat 1742 (2007); ;accdr# 0^ Pftarm, Inc. VMylah Labs, 520 

F%3d 1358, 1364(Fed, GirSJ2006)t^Applic^ 
publications available at the:lime the instantappHcatiQn^N^ 

previously-filed Ameridment ahd Responsei aridrWhich are success was not 

evein airtticipated for the use of cafeitonin in^human less smj the use of qral cald^^^ and even 
less so the specific oral calqjtpnih doses recited In Appilicante' claims. Thus, "obvious to try", 
vyhich appears td be the OfTKje's: rationale fGrbbvipu^ is ndt apprbpriiate in the instant 
situation. See id; acif^rd lh re /^/h; 561 F.3d 1351 ^ (Fed; Giri 2qo9y;(discu$Sing therSupfente 
Gk>urt-s analysis #-0byious to^tiy\.\!y^ sitUate a "finite 

nymbfef W jile^^^ wHi^n "the imprpverni more thiah the 

pr^iiGfebl0;juse!#PF^ f unctions^"); acqord In re 

Eyeh if Ray dici hot teach avyayf^ Ghirri 
is not Mge WriPugh to re^ 

reisults oh page 26; human dbsing[ of ca unpredictable 
results that prohibits sirnpie optimization of a prior art dpse,, Namely, in hurnan clinical trials, tiie 
1:0 rtig dose shov^ bpnptf19J %) qy^ nfig/dpise (-15:12%)^W^ the 2;5nlg dose 

does hPt:sftow^benefit;(47.5%^^ There is hot a simple linear reiatiohshi^ 

between a dpsP pf calcitoffl and a r^ductipn of osteoarthritis 

hurhans^. Thus, it caiiribt be fairiy said that Applicants'^ be arrived at viia routine 

optimization^ in which a skilled artisan might extrappla^^^^ prior art rat or monkey dose to.amve 
a clinically Mective human dose . 

b. The Combination of dbini and Bay Does N^^^^^ Reasonable Expectation of 

Success at Arriving at Appliearits' Claims 

A pnma /ac/e case of obviousness rnust also establish that there is a reasonable 
expectation of siiccess at arriving at Applicahts^claimed subject matter upon combining Ghirri 
and. Bay. /n re CFarre//, 853 F.2d 894v^03-04'(Fed. Cir. 1988). However, in the instant 
situation, the asserted .combinatiQn of Ghirri and Bay does not prpvide a reasonable expectation 
of success at arriving at Appllcahts' claims. 

First, it must be understood that oral delivery of proteins is extremely difficult to achieve, 

and hence extremely uhpredictable. Indeed Ghinri admits as nriuch at column 3, stating: 
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Alihougb solid 'oral dosage torms arc desirable, their 
provijrfofi is not a pa^blc. In ihc case of pi^lypcplidcs 
such as caicitoniiis the provision of solid oral doM&e for- 
mtdations i.s hindered by ihe high inslabiliiy of llw |M>lype|> 
iiiics. lliescjiiaienab arc m suilabic ft»r processing into a 
mtid dosage forms because ihcy cannot wiitistand the physi- 
cal and.chemical slresscs of cqnvcoliorial fctrnriuliaiihg tech- 
niques, llitrc is iK^fon? a need ror calciiopin in a Nc»lid 
dj&sag^ fofrii, rntirc pariidilarlyibefc ika iieetl fdra s(>lid pral 
dfK^gc fonri of calcitonin, ITwrc is a fiiirtlifer need fdir 
calcitonin in a sol id dpjMg^e form wriih an improved shelf life, 
mofe prefssraMy one. whifch will not it;avc to be stored at low 
leniperahjresv 

^jriHimventing of prcrteihs^iri the^ intended patient, 

and- poor bipayailability;a^^^^ absorption. Simply pert,. oral delivery of polypeptides is extremely 
difficultaiid theref6l^e^the expectation of success is quite low; 

Second, neither Ghlm nor Bay provide a^^^ evIdeTrice thaf Mlift^ may be 

successfully used td treat^psteqarthritis. 

Ghirri merely states: 

lhyri:iid^ praihyi^^^ arid tliyffii^: ^latrfis of rrim arid lii 
separate •called ulumpb^ bodies in non- 

mmnmHlmnvvcrtebfateH, iiurin^ hypercalcemia cakiicin ins 
rtidtifcc eJci'^tcd pia^ airicTmraiion to nornial 

jevels by inhibiting liotJii rest^rption. Caldionins are there- 
Tore used 10 trcal a variety cji. condiiibhs such Pagcl -s 
disease^ p6si menopausal cistcoporrisis and als(> In treat 
bypocalci^mia resulting from vitamin D intoxication, neo- 
plastic disease, ihyniloxiccisls or liyiJeitliyioidisni. 

(Column 2). However. Ghirri provides no data to substantiate this assertion. That is, while 
Ghirri prepares certain oral calcitonin formulations, Ghirri provides no-evidence that these 
formulations (or any calcitqnin formtjlation) coujd be sucpessfu^ In 
fact. Ghirri does hot administe to ah;anirrial or'tes^^^^ single compt^sitidn 

;any «?:^w&t)^m TihusvGhlni pcovldes^Nj^ 
t^t osteoarthritis. GHimivfit 

ebhsidered^rlabiing-a as-uhpriedifetiEiblie as 

This deficiency in the Office's primary reference is not supplemented by the disclosure of 
Bay. While Bay formulates salmon calcitonin with, e^g.. S^CNAC, and delivers ttiis composition 
to rats and monkeys, Bay provides NO evidence that these cornpositions (or any other salmon 
cailcitdriin cdriripiositiori) would result fh what Applicants iclaim; i.e.', treating osteoarthritis; That Is, 
Ba/s successful delivery of salrtion calcitonin td a rat or a monkey tells nothing about whether 
that delivery (and dose) actually resCilts ih treatment of the r^t dr mcynkey, and certainly tellis 
nothing about v^isther salnftdn calcifohih would actually result in treatment of a hurrian. 
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the present application demonstrates for the first time that calcitonm 1 ) can be:orally 
delivered in combination with S-GN^?^. SWAD or SNAG to hunf*ans; Bnd 2) is effira^^ in the 
treatment of bstebarthritis in humans; as measured bfy suitable bibmarkers of cartilage 
degradation. The present application disGlpses thait oral delivery of salmon calcitonin is superior 
for suppression of <^rtilage degradatip^ superior for treatment and 

prevention of oistebarthritiSw Ih cbntiriasti the cited reiferehcfe do ndt deriionstrate that a 
combination of, e.g . S-GNACJ-anjdj^ is^effectiye inctreatinsrostma in 

hurifiaris (or pres^ivingdr stirih 

The present specificatib states on pagVl th^t,^ instant 
application; rib study had shtbv^ 

:lndeed,-thespebifit^^ 1 ihat cpnflieting rep^^ 

fHing asltb whether c^^^ could even bb used to prev^ Moreover, it 

is known to be difficult to translate a drug-iriduced structural effect (like dartilage erosion) in an 
animal model of osteoarthritis into an ex efficacy in human osteoarthritis, For 

exaniple. Manicouil ei al., 1999 (submitted here^^ as part of an IDS) shows that daily 
subcutarieous IhjeiGtioris of saWon caldtortiri in 2r4 yiears old nndrigrel dogs with ianterior 
cmclate ligament transebtipn ^CLT) caused :a sigFffieantr©duclion>in theigr^ 
eart!lage;erx>$iQri:c© Hbyy^eriHa^^ higrewithas 

parfcofan l®S): shoves tha^^ 
Marikiii SGOmJn|i rc>idbril AiEJlT^mj?^ 

Hurni^^ bh/blirjiic^Ily^^^ eridpoirits 

{Birighairh et al.> 2006 (submitted herewith as p^ IDS)), In ladditibn. ar recent phaise III 
cliriical^^tudy of the MMiP# failed to demonstrate any tjeneficial^fifectsjn 

patients with khee dstebartHntis rbgardiess pfiits a success in animals. Indeed, as of 

this^date, more than 20 anti-rhewmatic MMP-inhibitor dmg development^pro^ have been 
disQOntihued;*^^ positive preelinical-indi^te nrioclefe) 
haVe failed over a broad rangis of compounds to tra efficacy in treating arthritis 

aridgpint diseajse. 

Negative Qufcbnleslb^ 

other cQmppundseixeiTiplif^^ nfiodels toihe 

treatmerit of human arthritis. Prior to Applicants' inv^ritioh. one does not find disclosures that 
suggest that using calcitonin would have -a reasonable expectation of success for the treatment 
of patients with osteoarthritis! There is significant evidence of unpredictability in the 
osteoarthritis field in general, and with caicitdnin-based treatments in particular, that cannot be 
Ignored in evaluating what the art as a whole teaches , the underiylhg question asked for any 
obviousness analysis. 



.10- 



th^^ usd^iof eateitbhin tetreat^s^ humans); 

tJie Josages::Gf palelfom in Nurrrans (eig,, see 

the extremely high^^d Bay;^na thte vast range of potential 

dose found in Ghirri), 

In spite of the :unpredic*abili1y aibb\^e^ Appiicahfe invested: in;^stedi and^id0nt^ 
partiG^lar dose^s pf caleto conibinatipn wth 5r</NA 

ttierepf that may be used This siuccess was 

measured by mari<ers of cartilage d^^^^ in the urine of treated patients, which undeniably 

evidences a decrease; in cartilage lo$s. In contrast, there is nothing in Ghim or Bay, separately 
pr in cornbihation. suggesting that: 1) salm be used to effectively treat 

osteoarthritis in a human; 2) salmpn calcitonin can be orally delivered to a human using 5- 
CNAC/SNADVsN^^ thereof; and 3) upori prtl delivery of 1 .2 mg, 0:8 - 

1,2 rng^or abpiit 1 mg of saln^ri ca 
SNA© oirdis^iuitiivjsatt^ 

hymani? the cpm^iihaitipn/^ antl^^y proyidiB^^ regspnable 
ei<pePtatioh)1t^ 

thateveri^i^, a^ftie?^ tlSB;i€|fNe?pG^ GWirri 

aridBgyitbisvGpmbina^ 

no i^sofj^bl^ex^^ 



^* to be applicabte as prior art, the combination of applied references must pr an enabling disclosure 
of the desired subjept riiatter; mere naming or descri^ dt the subje<:t matter is insufficient; if it cannot 
le producSBd^Withby^ Ban Pftarm., fnc:M Mayo Founds for Med. Educ. & 

ftss^art^, 346 F.3d 105^ , 1 054^ 68 USPQ2d 1^173, 1376 (Fed. qfc 2SQ03). ftrt^eiiablli|g disijto^^ 
requires the public to b^ J possession of a da^ before the §Vch 

possessibn is effectedlf the reference teat^ings^o^^ have been>cpriibin«l wiUi't^^ 
ordinary skithn the arty to nriak In rB Bi^hohue, 76e F ;2d 53t^ 

(Fed Gir, igisS); 1x) CGrisUtOte tf pu Inveiiition mustbe^ impart to a 

person with ordinary and knowledge =of the prior ^airt the Infdrmatidh heeded to devise thie lnviention 
without further giBriuihe lhspiratibn orU^^ Regehts of U, Ga/ y. Hovvmed/ca, /nc.,,210 . 

USFQ 727, :738iDislJ 1^ Inc. v. LKB:Produkter AB, 892 f2<ji 1647, 

1551 (Fed. Gjir. 19^9) (stating ii]n order to rend^^^ daimed apparatus or method obvious; ithe prior art 
must enable one :§kii!ed In tfie art^ to the apparatus or method,"); Motorola, Inc. v. 

irn^rdigkal T^ch^ Go^ 146^1, 1471 (Fedi Sir. 1997)^ /h rB Paynei 606 F;2d'303. 314 (GGPA 

1 9791) As discussed abpve, the pornblri^d teachings Bay dP riot mieet theistahdard of ah 

enabling,disc|psure^ 



Aiming argoe)^ 
iherestilts provided IbF.^ 

MPEP 71$,0^) sNting Ti^^ aipplicar^ 
shbuljl t^mparea ^how 
ihe cfitidaiity #th&:c!2(imed rarige^^. ^11 dairtis^Gun^entjy recte^^ 
dosages of ^ithcif 0.4:- 1 -^12 ntg, iPir ab^iit 1 nigvof (pateitb^ A$ evjaenqed by 

Applieahts' rfe^lfe prt jp^^gi^Ze^lt)^^ beneficial results; In 

hurniah^liriifeali^triials 1,0 riig dpg^ shiiws benefit in i^ucirifg urinai^^^ at a^month 
tr^:emer^ tbe 2:5 rng^dose did not show benefit 

{-^17^5%) dver the 1.0 hig d6se.< Mdrebvisri page^26 diseloses that r^<ieivihg 1.0 mg of 

calcitonin with 5-GNAG had the greatest reduction in 24-hour urinary CTX-1 compared to 
placebd. For crrXrllj^duGtip wpmi5h who received I.Omg df caicitionin^ 
were in the highest cartilage turnover at baiseline had the gr^iatest decrease in urinary GTX-II 
{after 3-mpnth treatment; (compared to vyomen in the lowest tertile), A similar trend was seen for 
the 0.4 mg dose. Further^ aside frtOT clinical benefits seeh;vyith lower doses of Micito 
and SrGNAGv e^g., 0;4 mg a lowefidose range is highly desire^Btelfe^ 

djBcrease Gpsts^a^^ 

There is absolutely nothing in Eiay or 
such dramatic and higljily desir^^ mg, 0,8 -1^ mg, or about 1 mg of 

calcitonin in cx)mbination with 5-^^ Accordingly, 
Applicants assert that even if, arguendo, the Qttiee could maintain that the combination of Bay 
and Ghlrri rendfers bbyipMS Applicants' instant m^^^^ such surprising and/or unexpected 
results rebut ianyjor/^ See MPEP §21 44.09 (e^/rig In re PsipeBch, 

;^1;5;F>Sft3|i {C^ Fuf^enfiPre^ tttere Is nP reaspnabli^^^ arid 

Gh|fH^dCsimlliar See 
MPEP §2144.09. 



III. Summary 

Basied on the evidence as a Bay does not support a . 

finding olpfima facie obvious. See MPEP § 2144.08; In re Bell, 991 F.2d 781,784 (Fed. Gir. 
A993)\ In re KullimM^^ F.2d 1 147, 1149 (Fed, Gir. 1990)). The Office has not shown any 
motivatibn Pr^apparentfreason to select Applicants' claimed dPse ranges from the tremendous 
range of doses found in the cited art, nor has the Officeishown a reasonable expectation of 
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^ueqess at achleviri^ A patten^ In :t|J0 pfese results 

of the factual inquinesiundef Gra pending^^ l^ims am pr^ facie ' 

Qb\^pus;under^3i|Xii:S;e^^^^ 

case has/Be^n $u^ fi<c^^ Aj?plicante^ if^^ 

i^quesf withd pl)vioUsh^5-ba^ rejeetidh ?of tfte^ pendihg^iiaii^ 

boufaliB Piatentinq : 

Pendlrig cjalrn 2 remains proyisipnally p^jectejd ori the ground of nphstatutdty 
dbvic^^i^Hy^ dpuWb pafenti% 10 df 

cdpertdingJAf^Hea^ 

Pending QliairTis 1>2 and^ 
(Ibvfiqi^ritess^ doKMe ^^di^^Mf^ py(5tQlaiiT^^ 5 of cdpeiidihjg 

^ppliGatiorViNd;12/13^ 

Pending claims ;i 4 remam prpyisipn gipund of nonstatus 

obviousness^type ddulSle pate?ntiH|^s.a^ ^j^rer clairns 26, 28 and 29 of 

;CGpehdihg Application No. 12^^ 

The present applioation is further along in prosecution than the above-identified co- 
pending applications. >\ipplicahlB tfipref^^ resp^etf^ allpwahce of th^ 
claims iJnd^^ednsid^I^ 
in lhis application, and mate^ 
pendihg applications;: Tlife^pravisioh^il re^ 
niias^thsntlJ6 conyefrtfe^ 
into;a:Raterrt. $ee SijF*EPifip4. 



^ Applicants also do not concede thatthe^^ suffipient motivation to combine Ghirri and Bay; However, it 
is not necessary for Applicants to detajt:^^^ tiifne, given thatthe Office has not 

established the other Graham factors. 
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CONdLUSidN 



In light of the abovS amMdnfiSnte^ respectfully 

submit that tii^pr0sentl>^dfeiif)i^ USICi §1 12, and is^ n#hei^ 

suggested fey any ait of tecOrd. i^^cejc^dihglyV^^i^^ allowance; cl^inls-in this 
application is^arhe^^^^^ 

Applidaits' uridi^r^igned^ irt qj^t (SJi^ 

at(862) 77»t9308- AiJ/cQitie^pendeiid^ bur betovv^liste^d 



^ddr€^Sv> 




ResF^G^ 



Npvartis Phamjae^i^ 
F^aterijfe Phar^ 



One l^ealth Plaza; Biiilding 101 
East Hanover, NJ 07936-1080 



Attorney for Applicants 
Reg, No. 58,393. 
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